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•5 (Kopecek Proc. Int. Symp. Control. Rel. Bioact. Mat. 17, 130-131 
(1990)) 5pJj&#fc$. mtiB&tiiWi-efo&iSltZZtlZ&t), &t)*.%tl£.%&0 

2>, V jH^SfcfciiM (Delayed Release System) , !fS2#<— £NP 
HfcK3M&£ftHJt*£ll*ITOffi£ (Timed-Release System) , fcSj&TOfkfcTW 
CBi^ll^t^Clir^JfflLfOXf-A (Microflora Enzyme System) , gS4 

£ d < 0^*^«£$nTV^o 0!lx.t& 7i"J*3HKWa6W Eudra 

git S ^ffll^i/Xf^Wfe, ^-'J^-, 7>fiX^-t U— ;l/*fc 
^a6iS[^<©?R^nj:$nTV>6o OfrU 1 9 9 3^07^ *)*m¥& (AA 

ps) iz^x^y^s.x^-±o^^-zr^mmnmm^m^tzm'boiyy^^ 

x*sk>, i&m ! ®mmm^zt&m&isx%;t), ^momm^^^is^ 
x j6>»tmi«»nfiidfaiit * Kt*M 6«i >c t ^n-5o 

25 2 cDNFlS1iJca5M(ijS^axii0 Time Erosion System(TBS), R. P. Scher 

er© Pulsincap m^^M^^^XhW, zn^\tmitmnom\(D 

^n^^©^-^' ( M. Saffran et al. Science 233: 1081(1986)) 

yjl—zf (J. Kopecek et al. Pharmaceutical Research 9(12)1540-1545 
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(1992)) 7^fR£LTi^£Azoaromatic polymer tfi&ft1M<b7 % S&jiM%lz£^ 
Xftffi&n%>Zb%:W&-f2>VX7-U, Rtf^Zf?>(± (#^¥5-5 0863 
1) , y 7 47)17% (K. H. Bauer et al. Parmaceutical Research 10(10) 
S2180993)) O^I/-^fS^bTt^ Polysaccharide iflWiPMffi® & - ft ? 

&mmm<D* v^y^m^t^ mj-*— vizzQfrffiztizi/XTixft&z (# 

- 217924, 225922) 0 Z.tl<b, '>XfA0^ Azoaromatic 
polymer mftftffiK&ZfrM&fefrMi (J. Kopecek et al. 
Pharmaceutical Research 9(12)1540-1545(1992)) . T *m&&*V)^m®mM 

tt?zmM&MmL£-y>ljtK&^Ltcf)<*®®%lifci<* (M. Saffran et 
al. Biochemical Society Transactions. 18(5)752-754(1990)) o Polysacchari 
de^fflV>/ci/Xf-A(rKbT{i, Tt^M^Wmt LXWiSLZnx^Z>W&*m^ 

^ffitifcb/c (W. G. Cook et al. Pharmaceutical Research 10(10)S223(1993)) 

kAJa%m*x0m®®fom\tmm&*x\,^i\,\ 
&4®, jzmftK&ttz^trymmn&mi^yxTMte?*® Kopec 

ekt>iz£t)Wi&&tiX\,^& (J. Kopecek et al. Proc. Int. Symp. Control. Re 
1. Bioact. Mat. 17. 130-131 (1990)) o CCD&ffil*. h<D±m^mmm 
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H5Mig) C^oTV>SCt^|g^$nTV^^ (S.S.Davis, Novel Drug Delive 
ry and its Therapeutic Application, p. 89-101. edited by LF.Prescott. W. 
S.Nimmo printed by JOHN WILEY & SONS. NEW YORK) o 
EVANS ©fg# (Gut. 29. p. 1035-1041. 1988) "Cti/NWSB© P H \±WQ 6. 6 

©ifciTeEVANS tiWll§©pH£4.5fr£7.5 fcl/Cfc*)-, W)i©pHlii@(*ll(r 
firt®pH^3>ho-;l/^^, tM:*)Vtli3>hD-^ 

mmu, mmftomimmKxiofrmznzfr, mmfj^mmm^nx 



4 



WO 95/28963 



PCT/JP95/00766 



zmfr+vom (a) -e&gsti/cm^ (b) zmimrmzmmikub, *nt 

iiw^nswtfcott,, i§&&. wis, MrtT'ii^^-r/j^-e^ 
-t^^h^m (d) xmm®w*imitv#>zztiz£-iT, ®%\zmm®m 

(a) -e^-frbfe/^, W»l»^PttR (d) TmHtVlbZZ.kfr£m 
£ U\> ^M^<kWTSI5(wc}:f5^WCiiIB-ii:bJ6S^*efeSo 

®$m&&m Ltz'j?m<D7i<LfrTim h& mm Lti^t^mwmom^tm^. 
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MOW. IHi(-««"C**^i:*ftlB^fe« 

®c*U<J4. WaKKJ^OWW-SWH^IW (a) T&SSttfcm'BJ (b) 

t. M<mTmTmftmm~£Qtimi&&*friz&§i-fzmm (c) 

^BJtDi/XxAti, WlkftTmm. (a) TtMSnfcWl (b) R 
£©HT© 2 

i) m*<Dmmt-?2>®&: 
mmttz x *> s (a) TtMdnfcm no mekw* 

tttoffifl-^Wt (d) T&gStt/c&MlJ (1) t, ^{kWTSB-e^MMC 
£9W88&£»^K&£***8S (c) i9r^KJ:0, W*tt©i*aWl 

K (d) -ems^n/cmBic«o (2) fc^6**«fl«*oi»TiwttjaBii 
tcct, cicD»&©*fW5ttiwwi. m (i) tmam (2) t^-o 

Ttmm^mmtznfr&m (a) Tmsnfcm uo . mm<t 
[-ct, mi (c) omit, mm a) t^cra^**^, m no 

©«««fcly"C»V^«^©2»«W<**o »C (a) 
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* • i 

T«aisnfc«tt (b) zmm co -eimtz^t, mm co -e&m<* 

n/OBft (b) «^HMl (a) tt£ (c) SCF^i 1 

«R (a) T?£«£tt»r**£*:*<fc5o 3 

mk, raw*, «aiw«i»iwfflapi^cH-r*o »^ »t<i*. 
tiira D8*rr*?5fl^FttR (a) -cvmztnaKm (b) , rcwimsrt 

iwettoss^^Bisr (d) "rms$n/cct^^^^i^ii#^m«oscai^pm 

-.. ffitiHcN-T*. CCT. «HR .(c) cD^fflli, Xtt (b) fc*fc:JB^*»*fc. 
WS& (b) ©tfta<Bii:b"Cffll^*&©BlT©2»l**<*So m 

fr&at (a) Tiss^n^a^) (b) zmm <c) TM-r«*6fc. m 
(c) T«i*nfe»tt (b) (a) xmctzmistm® (b) 

1) «tt (b) Rvmitwrtt-cmmm^x wisi^^i^itsis 

(c) *«W«lcJ:0^***a**R (a) T1M3ft. IC. MttO 

2) w«aicJ:o»»-r««^F%® (a) mmztntmi (b) a^fcRT 

3) ^fbffTsaJTigi^jm(cj:oww«i^<-5i^-rs«isi co -earns 

til&m (b) 3W(SrW«:J:0»»^**4mW (a) Tfcg&ft. »r. 

K«tt©ift^p»R (d) T»«*nyict^^*iaiimw*^ffl»p 

4) W&i&K^&fB^SiS^H^lR (a) RCf*ftrFWT»rtmKJ:i)* 

M^^ic^-r^sts (c) TWBLzntzm® (b) xicmtt® 
mfr=mw ( d ) -cus^n/cc: i:*>«bji&s^^fi*)m^«cm^pm^o 
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Twrnztitzm® (b) t, mm^^t), ^mm^xmmtm^m (a) 
v&mztitzmmTismmft mm^x *) mm ( c ) 

*fc. *3MHtt.- W«&K£0&#^S^H^Sf (a) T&gsn/cm^ 

(b) , mmz&M^m>fo&mmm. (e) -emLztitzmimr 
n&m&<Di&mmvm (e) -e, 0tmc<j:o, cntr^^tf*^® (f) -c 

(d) izxmmomiz, ymmnonmmmmw (e) otm cmm^o 

K&MtfZmW (f) *Ktt*c H§rt3fflmKJ:SW*gS$©3il 

£, iK^HM (a) am (b) ©tEJjai^ < }:*)^¥i:<1f'9^©MBJc^l 

-e^^o zowmm (d) onmzKK (e) *Ktf*cfc»»w©a«tt 
Mic jam*, mm^omm^nmm^mm^m^^^m^m'r^o 

Ii:, |*b<t*, W1WCJ:0^«I^S»^ , KIK (a) TMS^ti/c^ (b) 

t, jsm»t»rt»ii:j;0iri»^^i^t4Wi (c) tfrz&c 

BIT, *MJ£MKifcHjj-rs 0 

©n^Mir^or^^tir^-rswiM (a) uu:*>f«aftfc*tti (b) 
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ft© p HI*— J&C: p H 6 JSJTT & 6 C ifr 2 j£i|iftt*l5 £^ fc^ft-tt 
^W^iiiibT/J^C^tf-r^o /NHfiT'lip H# 6 ~ 7 X&Z Z tfrMm® 
pH6^±ti#fi?t5i, BP*,, M®&®Mtt®W (d) TmS^tiyc^M^ 

^•r^o ci--e, mm (b) ^^r-r§(2)©^#^iiftM©pH6^T^ 
nrr-sn, BP^waii(w«j;*)^p-r^^^w (a) xmizntt&mizxio 

(b) £^WlT£t?tJ£liM£li. pH6^T&jSrr*l& BPt3*rt»lCi;9igi¥ 

-rsiSfl^ii (a) ^j^t-^ctjcckom^i (b) i*mmx®mmzmtiz 
bp*,, *hrjj(*, mimT^mftmmKXbftmznmw&zfttk-tzmm 

(c) , BP*,, pH6*^-C^«I^Si«^^lW (a) 

Rvmmn, bp*,, pH6«±t^t5ii^i (d) ro*^ (b) ©m 
^mmizm^^n^mimr^xm^mmiz^^x^m^nx^wm^^ 

ttz, mmt^m^iz^-rmmtbru, m^Mzmmh^m^tix^m 
m&m<kir2>zbtf&£U\ &^x, mmm<D7K^-r%mmmtLxM^^ 
mw*l<, mfcmzimmmi g^mm^^^m^^mtLx^mi 
jm, bp*. 2 oss (w) /®m (v) %mm®t>®frmft>nzo 
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t>, m& irt-eji^^T/J^-e^t-^^^Ki^ (d) 

• ft MriHttHHM (d) TlttMrLascifcjft J:0**U\, WNM&m 

4^>a-x, 7;i/?h-x, v;H— x, h-xtrc&£o 
*Ebfc«. t h©(trtirff«rr*WK4. PBrtTiK. fii*jT*{*g&1£K 
3Wt*^>yt^6e^:^^fllll»«ff^£UJ:^^o /Mg±sucfc^-ct>stA^ 

«»«Eb<i:v\, b^tia»^6Wft mm^n<^m^mnmmitmmm^m 

tD-TSo CC^r*bl^l*li«1t«0«in"C*-»T. h MCfcWTliBact 
eroidaceae 0<9t n -ffxft) , Bifidobacterium sp. (h*7-f K^f'J^ 
AH) , Eubacterium sp. (a-^^f'J ^Ag) , Clostridium sp. (?dx 
Hj b^AH) , Peptococcaceae h y # Xf4) #£l?i£3i£4$Efcb, Hk 
1>-C Bnterobacteriaceae sp. (BirtiifflM-) , Streptococcus sp. 
H) , Lactobacillus sp. (MtfTSP) . Veillonella sp. C<-f a*5M) 

ft®, xm^x, »5jps^-ci«»3&<*<&n*o b^u mtHtwfeomm 

^s/x^AKfc^Ttt+z^w^rcwiFtt <w*. p h 6 but****) 
mttwg (d) ^nbTRrtinniM 7Kti:fc«w»wrt»citA-rs-tt- 
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mm-r^ motion (a) zmm-rzo ttz, y^mxtt^mm co *< 
ttv^iwfe^uso *cTW«®&*^-r^«is co (b) s^w 

t ^Ht^il^I (a) VimtZfr, *fcttWI 
^PfW"'(a) TlMLfcWl (b) &tfftm«&&?*tHH (c) 

mmm (e) ci*ftHitts4M (f ) **firi/ctdfcv*u &m\z.xmm 

■tZ&fWm (a) let*. ITO£T«K (a) «k 0 fc#aiitt©«ftfcWr. 

bps, **aa***«R (e) ^wbtt>m^o WM^J^&Brr 

**»«W (a) lcJ:*«mt»»ttcDi»»«« (d) CJ:ftmn©H 
H$f (c) rt«m»cJ:D^«*»*«W (a) CJiSIMmcXCttVS 

n. 0rM^j;*)7jc^isi4cDStm$ii»M (e) «Mbfcfc©jtt mmt 
zfttk-tzmm co fe^jj^w^twio^-r^ig^Ki® (a) «wrbfc 

*>©£M§ Ufc fc©jW»W^©«0»©ttfc^fc lT*W?>n5o 
WTSC. Bifidobacterium, Lactobacillus , Streptococcus ft if© 

»nwKJ:-»T4Mi*n« iwwifttus^.WMiaarctt Bifidob 

acteriura, Streptococcus jWrf frK^bTV* *>©© Lactobacillus^*^ 

©"e(i^v^#x.e>n-5o 77^;-x, x, x***-x. 

*Sfc©©5*f-»n- xHIMIfert©£SSSrc J: 0 £ ft S - i 

t^btlS, 1C, 5/*-*n-X, TVl/^-X, *5/n-X, 7*7 r-X, 
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mnmmoim x %$l Ltt^wmt, Km\z p h£<st£ ^tmmrn 

AttttKli. 1%~99.9%, 0£U<(*5%-99.9%, Hir$?$b<lil0 
, %~~$$.$%X$>Z>o 

>C K5¥v hE) , #U lf=.*T**-.fcS>xf-*T ?;7tf - h 08i£gA 
©J&fflfllflftf^ (e) £^rbT&J:V\> TkSii&OftaiflJflllt&lM (e) tbT 

t * ? r ? u wat * t * ? r ? u )imm<t v u * f-*r y^-t? ax^^o 

CM& : HRS, d-A . T> K • ^-Xtfc» . 

*-tr*a-:K (^^h^, * ^A-XftS?) . fc Kn+j/^lf** 

^;H?;Ua-x (i8io D n£ : TC- 5, MM2?tt8) . b Kn+^oh^-tr* 
a-X (^o°d« : HPC, B*#3i*fcS) ^'Jif UVtW K, 'J If— ^ 

h°au F>^£#tf* -n^>(i, #&i:fc(i&im£bTffit^ 
n^o *tz, ^zmvx-ziwMzisHiLx^xb^o *immtLx\m¥& 

0 0, ?x>ttMJxf-'l'. Tween8 0, bvS/&t£#Jflv^ft3 0 
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mtK&t)mm*z>mft¥WM (a) izxz&mtmte&o&fr^m (d.) k 
5t*H#sim (f) t*. 7k®mmz®m?zm5&zwmftimft+fr& 

znfti-mm. (a) (DimmtLxit, mnumto^^mows.mt\yX 
m^nzmx&n\m\zmm*ti^o afrftKis, 1 %~5 o u< t* 
2. 5%~4 

m (d) tun*, m^c^$n#sfeoTfen«#(w$ijmi±/j:^o 

< (i. p H 6 ^±?i«?t5il»It^So JM*^^*}^!!! t \sX\t, 
mzAZ, t ?T 9 *) JlWl/l-frt / *) JlWi<0 1 : 1 <D&m<kft (MF a % : 

?T?>) Jim® 2 : 1 <D5£fi£tt «Si£ : h S, u—U • T> K 

-f K54*y hLD - 5 5, n-A • T > K ■ 'n-X&$SD , hKn+ 

i/^atf;i/yf-;u-tr;i/a-x (JPXI I) , t;i/o-xrtf- h:?^- h 

( J PX II), ^7-;? (JPXI I)^WCi:«S 0 Cft^t*. 
^xyihijxf/l/, Tween8 0, t"7«>i^ffll^nSo 
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&%*n® m<tm±m tit, m^-^-^m, -gmzxtoUftzwrn-Zo 
■x&mzm^&tizmi (b) thx\tmzwmttn\ 
tmwm®tLT\$, %<m±Mxfrmzti%<, mftmrrnvmLtttix 

T>^f->«>>. fX^l/'», LH-RH (MVm&M 

^v&ttt^^v) , vvu^x yMzfy, tiri/hisy, #xhu>, 

„ ^d^'JV, V7hyi?>, -t?^l/f->, h-ANP (thifrWtt^hU^ 
Z4WW*"K> . ACTH (■MOtfltt**%:/) , MSH (l&fM 

-a^-yt/y, tfyK^y, VIP (A*f|s»tt»^rf- K) . CCK-8 
l^>Xh*->-8) , PTH (BI^ttR*^*^) ■ CGRP (*r)l~>h~y 

Mfc+Mm^-??- K) , trh (f n hDhr>«cm*^*» , x> r?u >, 

*;u>hx>(rii, +y>rii)\,i/Y— y, khtiJiish—y, 
^t^^h-V, ts&Xf-VYVIifrisY-ytlbtoJimz&ttZi&m 
Ofrtlb-r, [Asul, 7] -V+lflJfrish-y (aDl-tjh — y) (D&otl 

mtikftb^ttiZo £tz, jyxvyxitthjyxvy, 794yMy> v 
V4 yM y, <D&tzz?znz®mfc^fr®z&m®mM&^£tiZ><> 

ztz, ?v-ym, mmmM&. mmxmk, mm^momimr^om 
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zmumz 1 mttcitmmmu-tz z t &*rfire&£ 0 zoxo tmmm 1 1 

Xlt, tzt^tUBWMmk^y-^ (>>ai/-xxf;H 1 6 9 5 :^M<t^ 

(hco-6 o^f) , ^y**^xf-i/>v;ut^>j*auBwaxxT-^ (Tw 

een8 0^) WEffiti, 33-;Ht h U ^ry^+i/^- 

jimmozi-jvmmR^omM, ?x>i&, mmt, &mm, xzrvymm 
^hu^A, *yn,iy, ugomopHMmi, h';^>^>bt^-"e*> 

w.k, m^opHQwrx^mmnfm^m^mmmmm^mu-r^o mm 
mm\bLx\m¥mzft®znz®nx&n\mmtti^i)\ mz.it. 
ym^mmmLn (s/swewwixx^, ry*y virog&xxf-A', y;utr 

# y t^^xf u ymt t v # y t+s/xf u > y >nf* >Bti»^xx-r 
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i/>$ry 3-;u^yflilKiSftxx-r;u, #U***>xf-i/>7X/i;h-;uKlfi»x 

X-r;k IHWlTA'+n-^T^ F, T***T S Ft*) , BlH-$fc<J: 

% t^uvw x— f^y>m uttr^yKomsm. -bux 

?tf y xf - U > sf+lM F. k Fo+'>^nh*;Hr;l/a-x, hKo+^o^ 

Septal, it*^. s^^^^ns#^!S^^^tint-^c^fc 

&$L?mm (c) ts^^KWOTK ^ o t#8?s nxn^-r § wi: £ 
arc. mmtbxitmi mm, m ffcai. *^*^«w^m©»»* 

<DX\ttH\i\ 

H20Ai:*Sn*W!lt m (b) *«M^**lH«*Hlfc. 51 
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i 

(a) zmmistzh®, Rtfmm (c) %-&irrz8M&zw*ffimK, mm 
ft w*>, n^-cmm^-r^m^-cmm-r % ) i^^si (pH6^±tw 

3fe«-r-So -ntc, ii:, h^^^k (d) ^Stii-r^o 

- LtckoRvrnm (c) &tt?zmi&z>wtmMK, y^m^ommmm 
cnc Tfc^i^oKcai^m (e) ^nc^ia^s'KiK (f ) zmmv 

m2(DCiZ7ii£tizmMi*, mm (b) £ttLtzm\&zwmminzm®. 
mvz&bmmirzmfti'Vm (pusim-emwirzm) (a) £»jgb*rt>© 
i^mm (o ^ii^^fip^«-fflv>T^iu cn(C7K^i*©scffi$«jffliM (e) 

&MLtz&, MttOA^IM (pHeBUTWHrSiK^FK) (d) 
MzmLtzh<DT$>Zt3£?Lt>nZo W*>, W® (b) fci^MICiot 

t-§w«i^J;*)^p-rs^^!ir (a) Tismu 3£kh§&i£, bpie>, i 
^zmwzmmkxmmirzmfr&m (a) tr^ws^T&jibj^^iiJm 
^t^mm^^mm-tm^^m. (p h 6 **raM-*-*K) ( a ) om 
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tm, mtm. wmmoWM**®**, tt^tctimmm^mzi^m^zr^ 

x&z z tfrzmnmzt&^{tit?frm\z&frtZo frmnijzr*fr®m& 
ii?*Mmmtz>ifi, im^nfzMm^b/vb^it^r^m^wa^^o 
>\^mnx\z pH^6-7t<fesc^ t>9m® p h 6 vLt-vxtmtzm, w*>. 

/mzmmL&mzxm® (t>) tiwawcK *zx, wmtttotzmmfr, 
p h 6 3tffix&zi>\ A%,mz P h 6 jmiz-rz z. t^m^n^p h 6 *mvm 

=vm (a) ii\ wm, mmmxmmbmw&m&'tzfr&wmvtzo *r. w 

£t)<&mtofr'om*>frizftmzti2> cmk&nmm) o om 

hiz&MvmmtyzwmiHcDpH&wfeistcbzz, s^Ammxmp 
H5.5izt£bz<DpH<Di&TteBmm£xwmLtz (mkmsmm) «, zzx, 

Eudragit E £K*0^#J(c8§&i5fegm Eudragit L 

cD^m, 5 ^ f - d b^srei* 6 mmimiztm^izmmwm Ltc 
oizML, ? * » n - x#m5-mx\nfm*mmm& s n-r ^ * o - * 
conm^ntz mmm^mwd „ ttz, mzn^tzmmiz&^x, sma>m 

l 8 
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S3 c £ c t tlfc (iftMJ 5 #H) o 

ckimi i ) 

©$&ffl-C£>0, SSt*#7>yh (@Jfrgt&«) ©PH5.0-5.6 iifc&bTii^ 
- t^iotfc?), ^<D®litrc}:^W^©pH^#<^i&-r^Ci:^$ti 

/Co 

(MM 2 ) 

&&£^finbT^3IffcU£l/l 5M'J ymmmm (NaH 2 P0 4 -Na 2 

hpo 4 . pms;&rf, PBst^o) zmnu $bi:coa ®^'J> 

rtC^O pH6. 8 i:lSW:o dftdSD&tt&v v hWffin®®*frWLU 1 
Ow/v%firtti-PBS (J£TF, C-PBSirl^) *mW:Ltz 0 C-P 
BS 1 Om n-*fb5^^^D-x 1 0 Omg^linU $$^6*J&#T, 3 7°C 

7?^n-X\l$l8l(hr) 0 2 4 6 8 24 
0 mg 6.42 6.20 6.17 6.15 6.12 6.02 

100 mg 6.42 5.93 5.64 5.41 5.27 4.76 

I^IS (hr) 0 2 4 6 8 
pH 6.42 5.39 5.25 5.15 5.08 
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\&%&&LtzSD% i tm : 7 v VIZ, 5?f-ao-X7&gj£ (l OOmg/77 
h) ^PS4U mm^WW;ftpH*M%.Ltz 0 ^C^L/Cck9Cin vivo 

mm (hr) 0 1 2 3 4 5 6 7 
pH 7.6 8.2 6.8 6.2 5.5 5.6 5.8 5.3 

amm 4 ) 

XJ17>( % J**lr % /-to (S I Z) i:PEG4 0 0 0*1 : 3 <Dm&Xm& U 
®^2 Omg (S I Z5mg) £*>T K?4^y hE 1 0 OTifSSib^^O. 2 
5mm<DlJ'?*MZimL, & t>\Zit>( K5^>y h L 1 OO/bvi/jft (5/1) 
(1 Ow/v*>) T3-f>^ (dipping^, 

x\ 7mm%) istzo z<zmizLx?L<bntcmi cs iz-cds) &<h'Ji>m 

(3 7°C, 1 0 0 r pm) XB^mMH (J^T^tfflS^-r^o ) 1 4 B#(8], 

-ecD^^ 2 4 ^ra^m^^tf o /etc 6, c ammmmm <* n-Kfr 

-r>tz 0 

S I Z-CDSUM£2 OB£|g&£bfcSD&iit!fe (8il^) 5y htZ5?T 
a.a-^ymmim\ (5 7faO-X2 0 Omg) ttfei:SPS%m\ 

lml tt^izmnR^n-ytZo ttzS I Z/PEG 4 0 0 0 (1/3) 2 0 
ms^'y'f-ytiy^MZ^mU &ZlZimMbLX*J K5^y M, 1 0 0 
/t-?z/m (5/1) T3-^>rUTPI2b^m^mSS^J (SIZ-ENT) 
*5^f-oLO-X7jc^lml (7^fao-x2 0 0mg) fci&d&ntfc^ 

ms^-r^siz, 7^faD-^4^i:te^ts iz-CDSimts i 

Z-ENTWmtttMU &mm®1frll!,frmtlT\,^Ztfrt>, SIZ-CD 

smmm<tmT&xmm*m&zn&z tf)^ntz Q ttz???-*.*-^ 
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z - c d s tem<mT$ix*7 n-z<Dm&{z&r>&imft&!k u -enc 
m^mr^opHtmrb, i>e i o o^mmbxm^mm 

cmkm 5 ) 

5?f-^n-X 1 0 OmgO^Jirt^f Y^y^y hRS 1 0 0£l 

yr^tzo commit, m^fre^^o-x^ftaj-r*,, boic o 

^^-t;KC^ARU cnct^ h*ylrv hRL 1 0 OCDj* ^;-;MCNa C 
1 (2 4meshiy±)^^ff:t)0^1O%3-f>rU:o 1 

w /v%c- p b s^-eaimfi^^Tist o-rs 1 5 ^KT-fe^jscm^n/co 
* u >mm.&m%. vtz mm u > e - h atx h 7 3 ft&Mao „ 

tW'>h^>5 0IU/0.2ml pH3 1 9*-tf5f->S»[ 
0.2ml (5 0IU/E5) 

H 6. 8 Ltz Q 2 4 IHBI&& hit 7«;h ©WHl^^C PBS £10*. 1 0 w 

/ v %©wn§fl&^3i u >nm ( c p b s ) zmm Ltz 0 z © c p b s 2 

0mlCli2 0 0mg£$ifinL3 TCik®'PVMtoh. CPBS<DpH£& 
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(a) ~^®wuz&K>mm-f ^ft=m%. a> -m. (c) -mmru 

(a) (b) -it (c) -fcrtATTW 

(e) -7jc^^cD«(a50jfflim (f) -3t«i»**«w. (g) "-mm 

MBit. V to&Milr £S I Z-CDSSJ^Iir^^^^D- 

Xt^t>^^5|BJ(Di/XxA, Ig^ttS^I (Jfc&0U) RtfS I Z-CDS^ 
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Ml 0) o 

s 8 {*, v^y^m^y\^-7toit\zmT^Ltz^(bm^ 
*)ymmm®m%mL<t*^>v*-to mmm) tt&tc^-rirefcs am 

M6) 0 

mmm , etTS^tt^tc^-r^-e^^ (mm 2 8) . 
anmm 1 ) 

^f-aa-xcsHfe* (#fei 0 3-^-) £#w-r*i 5 omgomm&m 
•rsi$iK<* k> *> c - p b s©^&mifl^ra*^o/co 



ttfflHNftM 



Budragit E100 



7.5 % 



20.0 



1.5 



Eudragit E100/ 
Eudragit RS100L 



9 : 1 



9 : 1 



15.0 % 



7.5 % 



> 23.0 



10.5 



2.0 



1.0 
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9 : 1 


20.0 % 


> 


24.0 


2.5 




7 : 3 


15.0 % 




6.0 


2.5 




7 • 3 


20.0 % 




6.67 


1.8 


budragit biuu/ 


Q . 1 


7 R % 


> 


24 0 


1 67 


budragit Koiuu 


7 • 3 


7 R % 




21 5 


1 2 




7 : 3 


10.0 % 


> 


24.0 


3.0 




7 : 3 


20.0 % 


> 


24.0 


4.25 




5 • 5 


7 5 % 


> 


24.0 


1.33 














o / -v y y v 




-ASA) 




5 0. 


0 m g 










5 0 


v 111 


MgO 








8 


2mg 








1 

X • 












0 D . 


ft m or 

o in 5 










3. 


5 mg 


If 








1 8 0. 


Omg 



5_ T i (5-ASA) bZft&tpm-rztztbOMgO, 59? 

1>L 1 0 (5/1) *9J-fr \ 0w/v»M^W3- 

CM^:HCT-3 0, :7n-f:/M«tfc« (iiEEJWWaWa-^-f 

/<» ] dcko i \mm%^-?>7isWi®& : $:mmu ttzmm-** v?* 

*-f K?*v bL 1 0 0/t?i/i (5/1) €-1 2li%n-f>^U #51 

u/- 0 i w /v%mMft®®*r*\mii2i&*x*mm*:fto£ i o kmaammMta 
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tZo 

^mmomm^mmmmmtLxmr aim e-r**'(n=3 ;«*(* 
mi, 2, 3) ctK3 om i tirtc, zn?nmn&^Lmv$mzifc]k$:ft\,\ 

cfeMt */i«aitMiii*ft i bmmmtmwm 2 *> 3 i$iircfc£ 
^w»hjnhb©i»«:* <fttf *. *^©sm^4b/wi^(o 5 -r * j*y 
u *A*o*Kffi9UMii 3 *$mm-e$> fo^-rn^mmmix *) 1 ^jg^±ii 

mmm 3 ) 

5-Ti JW^frWt 100. Omg 

7?faD-x 5 0. Omg 

MgO 1 6. 4mg 

T?f-WI/ 7. 5mg 

if 17 3. 9mg 
S-TSJ'*i)*-Mk (5-ASA) tCft£*ftt-£;to&(DMgO. 

i ima%=>-f->^bii^€-i)i$2U */c^tc^>r k*** h 

El 00^^;-;n 0w/v«W3~^-i:J:0 1 \ £t>lz*-( 
M10 0/b7i/| (5/1) £1 2S*%3-f->rU 

^^CDSgm^^^^tUTfi&^frTt:-^^ (n=3 itfcftMi, 
2, 3) C7K3 0ml tir^C, *tl?nmQ®*{smm*zm&L&ft\,\ JliLfBt 
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*w&mfe*&yt- h p l c mz & 9 me. t /co 

S-TUWrwmi-YWl* 100. Omg 

5 ^f-in-X 50. Omg 

ft- 15 7. 5mg 

ti^m^^M^b/co cni:t^f K?¥y bEi ooy*y-;n ow/ 

v^W^-^-iaDl lEft%, S6K*-f 1 0 0/tv> 

to (5/1) £1 2llX3-f^U *^(DS^iSi2b/c 0 
*:|5I^J©^ 2 1 w/ v 96«rt«Ftt+ , r©*lIJ*«» Uc*gfH, 1 

dUfflifll 5 ) 

-T>XU> 1 Omg 

7^f a D- x 1 0 Omg 

3 Omg 

^x>® 1 Omg 

r>J3 3~^IINa 10 Omg 

2 5 Omg 

^mi?b/co ctnc«««4 tra«©»re*-f k^** ke 1 o o*i iss 

%. S&K*-f K5¥vhLl 0 0/t7i/i (5/1) £1 lSS%3-f"> 
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«Gtt2tt*te*T (life) tf-$Ok* (n = 3 ;&ftMl, 2, 3) Kzk3 
. (»IN 6 ) 





2 Omg 




1 0 8mg 




3 Omg 




1 Omg 




1 2mg 


ff 


1 8 Omg 



tucwiMW 4 tmmotikftvjtj k?*** y e i o o £ 1 1 mfi%, £ £K*>r 

hL 1 0 (5/1) £1 lMHa—f-vr 

«BW*IMIT ( 1 ife) l£-$OkfcC*3 0ml £ t kK&P&i*£*Tt\ & 

(§&5feM 7 ) 

(.mm i ) 

5-7$yD*'J 3~)\/fflt 5 0. Omg 

MgO 8. 2mg 

T9?- % /Jl 5. 7mg 

^ 6 3. 9mg 
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0WW 2) 

7^f aD-^ 1 0 Omg 

5 -Ti yif'Jf-^ (5 -ASA) t dtl***!*- 3/ci6©Mg 0£#j» 

y^y-;H 0w/v%W3-^-iaDl lSi%3-^>rbfc 0 
(r^^^^o-xcDH^ISSbm *f K9¥* hh 1 0 0/h^S/Mi (5 
• /l) 0w/v«W3-^-i:J:^l iit%3-f>r 

- b/co ±I22i^:fc<ktf?l«i2 0 Omg£# 1 ^y^y^y^MZ^Mhtz^, 
%z>\Zir4 K5¥* Ml 0 O/tvi/jft (5/1) £1 2fiS%^-^>^U 

(SlttM 8 ) 
(JfeM 1 ) 

5-T; 5 0. Omg- 

MgO 8. 2mg 

T^f-V^l/ 5. 7mg 

If 6 3. 9mg 

■<«l 2) 

7?faD-^ 1 0 Omg 

B-TS/lfUf-AJ* (5-ASA) fcdtl*«WW £tfr«>CDMg 0£&8stin 
jWtSWTfi-^U (Tlfe£m*Hfe£W«bfco cni:t>f HE 1 0 0 

C5^f-ao-^©«aW*Wfitfc«. ^ hRS 1 0 0/hUT-tr*- 

> (5/1) *9J-fr \ 0w/v%MW3-^n:J:f) l 1S*%^- 
^>7*b/c 0 ±8B2tt«*>«kcm«t2 0 Omg£# lify^yfJ^MZ^emh 
tz.&, $birt>f K7^7hRSl OOL/NaCl (7 5-3 5 5W^ny 

1 0 0/tvi/i (5/1) £1 2iiiX!3-f>rU *»J©S3!J£lJ8Sb 

/Co 
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mmm 9 > 
ami) 

S-T l 1 0 0. Omg 

MgO 1 6. 4mg 

T^f- % /)l 5. 7m g 

ff- 1 2 2. lmg 
5-T^y-9*U^^ (5 -ASA) tcn£*fnt-£fc&©MgO£&i&Jra 

»tft*raa#u JTtt^m^ttfcWRi'fco ctuc^-r k?*** hE 1 0 0 

ow/v«W3-^H:i») 1 \n&%3-i-yyLtzo eft 

?i:^3-f>^t^o c©«Ettlc*-f K*** hRS l 0 OL/h'JT-fef- 
> (5/1) Ow/v«jSStW3-^-i:J:0 I lM*K=>- 

f>yU hL l 0 (5/1) £ l 2lt%3 

canMHi 0) 

HUMS tmtm&K, mm a tmmom^xir^ k?** hE 1 0 0/* 

>f K54*y hRSl 00L (9/1) £1 1MS%. TC5E£1M%, 
K*>r K5*v hL 1 0 (5/1) £1 im*%n-^>^ (y^ 

2 &£*fe&T (life) H-r^ (n = 3 iWMl. 2, 3) KtK3 
mi&TFt&SttJ hE 1 0 Ofd*^ K5*>y hRS 100L^ 



2 9 



WO 95/28963 



PCT/JP95/00766 



mmmi 1-12) 





Sttfl 1 1 


mmm 1 2 




1 Omg 


1 Omg 




1 0 Omg 


1 3 Omg 


y 7 )i i y 


3 Omg 


3 Omg 


93-ym 


1 Omg 


1 Omg 




1 0 Omg 


1 0 Omg 


EDTA 2 Na 


5 Omg 








1 Omg 


If 


3 0 Omg 


2 9 Omg 



hRS IOOL (9/1)^1 \ mm%, TC5E£lfifi%, ZZK-tJ 
Yh 1 0 0/t7i/jft (5/1) £1 lli%3-f>^ ('W=i-* 

*mffl 2 8i£*fekT ( 1 m t*- SOlofcOjc 3 0 m 1 t *> C&P I \ 
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3~1 7) 





1 ^ 

1 o 


1 4 


1 5 


1 6 


1 7 




2 0 


2 0 


2 0 


2 0 


2 0 




1 0 8 


1 2 0 


1 3 0 


7 0 


1 0 0 


^ SOU* > 


3 0 


3 0 


3 0 


3 0 


3 0 1 




1 0 


1 0 

X v 


1 0 


1 0 


1 0 


L 1 6 9 5 










3 0 




1 2 


1 2 


" 6 0 


6 0 


6 0 










1 0 


1 0 








3 0 






If 


1 8 Omg 


2 2 8mg 


2 8 Omg 


2 0 Omg 


2 6 Omg 



^y>RS100L (9/1)^1 TC5E«-lSm%, $t>iZ.*>( 

K5¥? hL 1 0 (5/1) *1 W=>-* 

1 8e£*fe:TF ( 1 life) e-SOkfcC/Jc 30ml t t>{r^pt9!4*m\ 



3 1 
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mmmi 8~i 9) 





^J&w 1 8 


^OTlWl 1 y 




1 Omg 


1 Omg 




1 2 5mg 


l 0 Omg 


/y>i>i y 


3 Omg 


3 Omg 


9*.yWt 


1 Omg 


l Omg 




10 Omg 


l 0 Omg 




8. 2 5 m g 


l 2. 5mg 


If- 


2 8 3. 2 5 m g 


2 6 2. 5 m g 



^^RSl00L(9/l)^l TC5E£lMS*>, & £>K*>r 

hh l 0 0/tve/& (5/1) £1 lfi*%=»~^>^ (^-f 3-^ 

mmm is mm 2 m&m&T ( 1 w> f- r^ox 3 0 m 1 1 1 *> cups 

jKUi^uy^+IM K396 (8.2 5mg) tCi:*) 3~5B£IS© 

ohm* 2 0) 

>f>X'JV 1 Omg 

7?faD-X 1 0 Omg 

3 Omg 

?x>$ 1 3mg 

7 U 3 1 0 Omg 
ff- 3 0 Omg 
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zmmbtzo ;m:»i4 tmmomifx-t^ k?** hE 1 o o/*^ 

¥v hRS 1 O OL (9/1) £1 1S1:%, TC5E^ltI%, ££C^ 
K^^bLl OO/tvi/i (5/1) £1 ltlXa-f^Ha-^ 

2 lefcilfe&T ( 1 Hfe) t"- r ;k*K* 3 0 m 1 1 1 t> KfcP 8M**m \ 

friz*>( K?** YE 1 0 O^P^T^pH^tTb^^irm^^n^o 
(^M0H2 1-2 4) 





21 


22 


23 


24 




500 IU 


500 IU 


250 IU 


500 IU 




100 rag 


100 mg 


100 rag 


100 rag 




30 mg 


30 rag 


30 rag 


30 rag 




13 rag 


13 rag 


13 rag 


13 rag 




100 rag 


100 rag 


100 rag 


100 rag 


EDTA 2Na 




50 rag 


50 rag 












50 rag 



* ji > h - y t ? o * * a - ^imommt-v^mm t yrnxmis u 
«tt«nsb^ ztuzmmwA tmrnmrrct-c k^** ye i o o/*>f 

M*S 1 0 OL (9/1) *1 TC5E£lEft%, ££K 

hh 1 0 0/tvi/to (5/1) *1 lm***-**? ('^=> 

jjb»r*jbm 21. 22, 24 TW&ftfcWte-^-ctt 1 it «im 2 

3T»£ftfc$^Ko^Tt*2& &&T(lBfe) l*-$r**C*S0mlfci: 
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mmmz 5-2 8) 





25 


26 


27 


28 




500 IU 


500 IU 


250 IU 


500 IU 




100 mg 


100 mg 


100 mg 


100 mg 




30 mg 


30 mg 


30 mg 


30 mg 




13 mg 


13 mg 


13 mg 


13 mg 


L 1 6 9 5 


100 mg 


100 mg 


100 mg 


100 mg 


EDTA 2Na 




50 mg 


50 mg 












50 mg 



t^^sbfc 0 ztuzmmm* trnmaMftv** yw? ye 1 0 o/*-c 

hRS 1 0 0L (9/1) £1 imS%, TC5E£lfiS%, &£(c 
*>< Vy¥v hh 1 0 (5/1) £1 lSSfc^-f-^r ('W3 

±KR«**MI«2 5, 2 6. 2 8T#£ftfcK#Ji::oVvt(* 1 fife ^SfefiSJ 2 

7-ent>ntcmmz~D^x\t2&, *6&t (im) tr--r**fc*8 omi tt 

tlfco §&i0J2 8-C#^n/c^*®9tC^L3t 0 

^ 9 tC, ^Jfeffl 2 8 ^n^S^JS^O^^M^ U (500 
IU/EE, n=3)*3>bD-A»(«tt n=3) , &Tt9:-^(5 0I 
U/E, n=3) CD^irtfeC^-To 

Jh#Li*ifeBflft& 1 0NflMftr:«*l 5 0 96 red* t>, *©«MSTr*^-> 
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( 

mmm 21-27 ^mm^^Mtb *>titz 0 

- (HJfifll2 9) 

> 1 Omg 

3 Omg 
1 Omg 

^ij^3-;Ui?Na 1 0 Omg 

1 5 Omg 

7^faD-X 1 0 Omg 

^^p3gtb/co cintc, *>r K5¥* 1 0 0*1 \m&%3-*>>r 

jzj-f?-} &ft^tz 0 cm:, t>fK7^yM10 0/bvi/i(5/l) 
£1 lfiS%3-f->r *firo/co SiJtc^^f-^o-X^ffl^ 

Tfft8e£i3$Sbrt:o :m; YL 1 0 0/h7i/| (5/1) £1 

izim i,*mi<DmM&mm Ltz 0 
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1 Omg 
3 Omg 
1 Omg 
1 0 Omg 
1 5 Omg 

m^mmuco croc *4 k?** ye i o otzm***-**? 

3-*-) -niC hE 1 O 0/:7?^n-X (5 : 

1) *2M»963-f->r. *>f bEl 0 0/7^faD-X (2 : 1) 

^2m*%3-^>'^ *-f K9**bEl 0 0/7?faD-X (1 : 1) £ 
2 ||^-f^ (/^d-*-) Ifft-f hE 1 0 0/7^faa 

-X (1 : 2) ^2it%3-f>^tTofco dtHw, *>f hL 1 0 



tidlffl 3 1 ) 




-TV* 'J > 


1 Omg 




3 Omg 




1 Omg 


^•j 3D-;l/iNa 


1 0 Omg 




1 5 Omg 


7?faO-X 


5 Omg 


TC-5 


mm. 



mmzmm^o *-r k?** hE 1 o o*i itt^-f^ o 
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ammm 3 0 ) 

93-ym 
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(XttM 3 2 ) 





1 Omg 
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